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HIEU QUA DIEU TRI BACH CAU CAP DONG LYMPHO
GIAI POAN TAN CONG

Trdn Thi Lién Nhi', BUi Ngoc Lan!

. TOMTAT

Pt van dé: Bach cdu cap dong lympho (ALL) & bénh &c tinh thuong gép nhét & tré em. Dép tng sém
va lui bénh hoan toan dua theo bénh tén dw téi thiéu (MRD) trong giai doan tén cong la mét trong nhiing
yéu t6 tién lvong quan trong. - ~

Muc tiéu: Danh gia hiéu qua diéu tri ALL giai doan tan cong.

Déi twong va phwong phap nghién ciru: M6 ta cét ngang trén 55 bénh nhéan (BN) ALL méi duoc diéu
tri tai khoa Ung bwéu, Bénh vién Nhi Trung wong tir 1/1/2014 dén 31/6/2015.

Két qua: Ty Ié tir vong 1a 7,3%. Ty I lui bénh khong hoan toan la 1,8%. 31/38 bénh nhan dat lui bénh
hoan toan dwa theo MRD (81,6%). Lui bénh hoan toan dua theo té bao hoc tiy xuong dat 92,7%. Lui bénh
hoan toan khéng lién quan t6i céc yéu té tudi, gici, bénh nhan ngirng diéu trj tam thoi va sé luong bach
cdu ban dau < 50G/. Tuy nhién, c6 lién quan ch&t ché gitra lui bénh hoan toan va s6 lugng bach céu ban
dau < 10G/. Ty Ié dap (ing sém duwa theo tly xuong va té bao méu ngoai vi 1an lwot 1a 81,6% va 94,5%.

K&t luan: Héa tri liéu giai doan tén céng cé hiéu qué v&i bénh nhan ALL tai Bénh vién Nhi Trung uong.

T khéa: diéu trj tdn cong, MRD, lui bénh hoan toan, dap tng sém.

ABSTRACT
TO EVALUATE THE EFFECTIVENESS OF TREATMENT IN INDUCTION
PHASE OF ACUTE LYMPHOBLASTIC LEUKEMIA
Tran Thi Lien Nhi', Bui Ngoc Lan’ -

Background: Acute lymphoblastic leukemia (ALL) is the most common childhood cancer. Complete
remission based on minimal residual disease (MRD) and early response after induction phase of
chemotherapy are the important prognostic factors of this disease.

Objective: To evaluate effectiveness of treatment in induction phase of acute lymphoblastic leukemia (ALL).

Subject and Methods: 55 newly diagnosed ALL cases were treated at the Vietnam National Children’s
Hospital from 1/1/2014 to 31/6/2015. Descriptive study. '

Resulst: Mortality was 7.3%. Proportion of incomplete remission was 1.8%. Complete remission (CR)
based on MRD was observed in 31/38 patients (81.6%). Cytomorphological bone marrow based CR was
92.7%. There was no correlation between CR and age, gender, temporary cease of chemotherapy, and
initial WBC < 50G/l. However, significant correlation was found between CR and initial WBC < 10 G/.
The proportions of early response based on bone marrow and peripheral blood were 81.6% and 94.5%,
respectively. Conclusion: Induction phase of chemotherapy was effective for children with ALL at Vietnam
National Children’s Hospital.
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Hiéu qué diéu tri bach cdu cdp dong Lympho...

I. PAT VAN BE

ALL 13 bénh 4c tinh thuong gip nhit &
tré em, chiém mot phe‘in tu s6 ca ung thu & tré
em [1]. Hiéu qua diéu trj giai doan tén cong la
mot trong céc tidu chudn dé tién luong trong didu
tri bénh. Ty 1& lui bénh hoan toan c6 thé dat dén
95%. Céc nghién ciru trén thé gidi da dua trén
MRD — phuong phép cé d6 nhay cao dé danh gia
lui bénh hoan toan. O Viét Nam, Bénh vién Nhi
Trung wong da dinh lugng MRD bing phwong
phép flow cytometry (FCM) 3 méau dé danh gia ty
1€ nguyén bao lympho (NBLP) tai ty xuong sau
héa trj liéu. Chinh vi vay, chiing toi tién hanh dé
tai ndy v&i muc tiéu “Péanh gia higu qua diéu trj
ALL giai-doan tin cong”.

II. POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1. Dbi twong nghién ciru

55 bénh nhan méi dugc chin doan ALL tai khoa

Pidu tri ALL nguy co' thuong dong tién B

Ung buéu, Bénh vién Nhi Trung wong tr 1/1/2014
dén 30/6/2015.

Tiéu chudn chén dodn ALL: dua vao tiéu chuin
ctia Vién Ung thu Qudc gia Hoa Ky (NCI).Bénh
nhan ¢ da 3 tiéu chuan sau thudc nguy co thudng:

= Tudi tir 1- < 10 tudi '

= SLBC lic nhép vién <50 G/L

»  NBLP khéng c6 bét thuong di truyén khong
thuén loi nhu t(9,22), t(4,11) chuyén doan cén bing
t(1,19) hogc giam boi thé (< 44 nhidm sic thé).

Bénh nhén c6 it nhit 1 tidu chuin: tudi <1 va >
10 tudi, hodic SLBC > 50 G/L hoic ¢4 bit thuong di
truyén khong thuan lgi thude nguy co cao.

2.2. Phuong phap nghién ciru: b

Hdi ciru, tién ciru, mo ta cit ngang

2.2.1. Phdc d didu tri dwoc siv dung: phac dd
CCG 1991 (nguy co thudng dong tién B), CCG 1961
(nguy co cao dong tién B), ANZCCSG STUDY VII
(dong T), ¢6 thay ddi mot sb chi tiét cho phit hop véi
diéu kién cta Viét Nam. :

Phdc dé CCG 1991, phdi hop cdc thube sau

DEX 6mg/m*ngay

Ubng ngay 0-27

VCR 1,5mg/m¥ngay (t6i da 2 mg)

Tiém tinh mach chdm ngay 0,7,14,21

E. Coli L-Asparaginase 6000UI/m¥ngay x 9 lan

Tiém bép vao ngay thir 2,4,6 trong tudn, tir ngay 3

MTX tiém tiy séng: 1-1,99 tudi: 8mg
2-2,99 tubi: 10mg
> 3 tudi: 12 mg

Tiém tay séng ngay 0, 7, 14*, 21*,

Phdc do ting cuong (tirngay 14-35)

DEX 6 mg/m*/ngiy — udng ngay 14 dén 27

lidu 90mg/m>)

VCR 1,5 mg/m?, lidu t5i da 2 mg — tiém tinh mach chdm ngay 14 va 21
DAUN 45mg/m?ngay, truyén lién tuc trong 48 gid, bit dau tir ngay 14, khong mudn hon ngay 21 (tdng

MTX tiém tay sng liéu nhu trén — ngay 21, 28* va 35%

* Chi 4p dung cho bénh nhén duogc chin doan c6 tham nhiém than kinh trung wong

bidu tri ALL dong B nguy co’ cao

VCR 1,5mg/m?, liéu t6i da 2 mg — tiém tinh mach ngay 0, 7, 14, 21

DEX 6mg/m? udng ngay 0-28 sau d6 giam dan liéu trong 7 ngay

DAUN 25 mg/m?- truyén tinh mach chim ngay 0,7, 14 va 21

Ecoli L-asparaginase 6000UI/m? x 9 14n, tiém bp tir ngdy 3 + 1 (thtr 2, 4, 6)

MTX tiém tiry sdng, lidu tiy tudi — ngay 0, 7 va 28

Tay d ngay 7, 14 (néu c6 TX2 /TX3 ngay 7) va ngay 28
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Bénh vién Trung wong Hué

So db diéu tri tin cong ALL dong T (ANZCCSR- STUDY VII)

tay dd ngay 28. ;

* MRD < 0,01% trong tity d5 ngay 28 (ALL
dong B)

*  Trén 14m sang khdng con céc biéu hién ctia bénh

= Xét nghiém mau ngoai vi khéng c6 NBLP

»  Céc dong t& bao mau hdi phuc (sé lugng
BCHNTT > 1 G/L, s luong tiéu cdu > 100.000)

— Tiéu chuin khong lui bénh: cac triéu ching
1am sang khong thuyén giam hodc ting 1én, NBLP
chiém > 25% s lwong t& bao tity trong tiy dd
ngay 28. ALL dong B ¢6 MRD > 0.01% trong

IIL. KET QUA NGHIEN CUU
3.1. Cic théng s6 truée diéu tri
Ty 1€ nam: nif trong nghién ctru la 1,7:1, nhém tudi thuong gip nhit 1a tir 2-6 tudi chiém 72,7%.
7,4%

1%

W NCcao wNC thuong.

“tai thoi dzem nghzen ciku

; 5 tudn
| Ngay |1 8 15 22 29 36/1
N 1M, M,
VCR VCR VCR VCR
|- Daun Daun Daun Daun
| LLL LLL LLL
ddddddd ddddddd ddddddd ddddddd ddddddd ddddddd
Thube Liéu A P.ding Ngay
M. Methotrexate Theo tudi (t5i da 12 mg) TTS 1/15
VCR | Vincristin 1,5 mg/m? (t6i da 2 mg) TTM 1/8/15/22
Daun | Daunorubicin 25 mg/m2x 2 lan Truyén TM | 1/8/15/22
L Ecoli L-asparinase 6000UI/m> x 9 TB Thit 2, 4, 6
d Dexamethasone 6 mg/m? Ubng - | 1-28
d Dexamethasone Giam lidu Ubng 29-35
2.2.2. Tiéu chudn lui bénh hodn toan:
= NBLP chiém < 5% sb luomg t& bao tity trong  tily dd ngay 28.

— Tiéu chudn lui bénh khong hoan toan : cic
tri¢u ching lam sang thuyén giam so vdi lic vao
vién, NBLP chiém >5% s6 lrgng té bao tity trong
tily d6 ngay 28

— Thoi gian tir vong: tinh tir khi bit diu didu trj
dén khi tir vong

— Diéu tri ¢6 dap ting sém: khong c6 NBLP
trong mau ngoai vi sau 7 ngdy diéu tri da héa tri liéu
hodc NBLP chiém < 5% s6 luong té bao tiy ngay
7/ ngay 14.

2.2.3.Xi¢ Iy 50 ligu: Bing phin mém SPSS 16.0

#dongtién B :dongT

Biéu d5 2. Ty I¢ cdc dong mién dich té bao
ctia ALL tai thoi diém nghién ciiu

Déi tugng nghién ctru chii yéu thude nhém nguy co thudng (90,9%), dong tién B (92,6%).
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3.2. Hiéu qua diéu tri
Bang 1. Hiéu qua diéu tri sau giai dogn tdn cong

Théng sb Téngs6 BN | S6 BN | Ty 1€ (%)
Lam sang 55 52 94,5
Té bao hoc TX 55 51 92,7
Lui bénh hoan toan MRD ) 18 31 81.6
A A I N
| Khéong lui bénh 55 1 1,8
T vong a5 4 7.3

Ti 18 Iui bénh hoan toan sau didu trj tin cong dugc danh gi qua cde chi s khdng c6 s khac biét théng
ké (p > 0,05)
' Bdng 2. Ddp ing diéu tri som

Thong sb Téng s8 BN xét nghiém | S6 bénh nhan | Ty 1§ (%)
bép ung som
(dwa vao ti 1€ NBLP tay xwong < 5% 54 44 81,6

vao ngady 7/14 giai doan cdm {ng)

Dap ing sém
(khong c6 NBLP trong mau ngoai vi 54 51 94,5
ngay 7 giai doan Cam {ing)
~ Til¢ dap ung didu tri sém dya trén chi s6 NBLP tily xuong thdp hon khi dya trén chi so NBLP trong
méu ngoai vi. Sy khac biét nay khong c6 y nghia théng ké.
Bang 3. Mdi lién quan giita hi¢u qua diéu tri va mgt s6 yéu t6

Théng sb MRD < 0.01 MRD > 0.01 P
S84 lwpng BC vao vign
<50 G/l 28 7 0,482
>50G/1 2 0
<10 G/ 22 2 0,039
>210G/ 8 5 OR=6,8
Gioi tinh
Nam 17 5 0,359
Nir 14
Tam ngieng diéu tri
Co 11 1 0,271
Khong 20 6
Tudi ¥
<1 tudi 0 0 0,816
1-9,9 tudi 30 7
> 10 tudi e 1 0

Tinh trang lui bénh hoan toan dénh gia theo MRD lién quan chit ch& v&i s lugng BC & mue < 10G/1.
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IV. BAN LUAN

Ty 1€ nam/nif trong nghién ctru ciia chiing ti cao
hon cta SP Hunger (1,3/1). Ty 1& nhém tudi mfflc
cao nhét trong tu véi tic gia trén. Bénh nhan ALL
nguy co cao thap hon so v&i nghién ctru cia BN Lan
(25,8%), MJ. Borowitz (29,7%) [2], [6]. Ty 16 ALL
dong T (7,4%) ciing thip hon so v6i nghién ctru cia
SP Hunger (15%).

Bénh nhan tir vong gém 1 bénh nhan thudc nhém
nguy co cao dong tién B va 3 bénh nhan thuéc nhém
nguy co thudng dong tién B, chiém ty 1€ 5,8% trong
nhém nguy co thudng (3/50). So véi nghién ciru cia
BN Lan ¢ bénh nhi ALL nguy co thuong didu tri
trude ndm 2008, ty 1¢ tir vong clia ching t6i giam
di mdt nira (12,2%). Ty 18 tir vong trong nghién ctu
cua ching t6i ciling twong tu nhu trong nghién ciru
cia CV Ha va cs (7,7%) [3] nhung thap hon trong
nghién ctu ciia LT Phuong (13,4%) [4].

Cac nghién ciru cua COG, ty 1¢ Iui bénh hoan
toan sau giai doan tin cong dua trén té bao hoc tay
xuong 13 99% & nhém nguy co cao, 99,9% & nhém
nguy co thuong va 98,3% & ca hai nhém [5]. Theo
B.N Lan, C.V Ha va cs, ty 18 lui bénh hoan toan lan
luot chiém 87,8% va 83,5%. Ty 1¢ lui bénh hoan
todn ctia chiing t6i cao hon hai téc gia trén. Ly do
c6 thé do bénh nhén trong nghién ctru clia ching toi
chit yéu 1a nhém nguy co thuong.

Dya trén danh gia MRD bang FCM, ty 18 lui
bénh hoan toan trong nghién ctru ciia MJ. Borowitz

trén 1971 bénh nhan, nim 2008 li cao nhét
(92%) [6]. Trong nghién ctru ctia C. Smith trén 389
bénh nhan va CH. Pui trén 501 bénh nhén, ty 1€ nay
thap hon (74,5% va 78,9%) [7], [8]. Ty 1é lui bénh
dua trén MRD bing FCM cia ching t6i ciing tuong
tu véi céc tac gia trén (p > 0,05).

Ty 1¢ dap tng sém tiy xwong ciia M. Lauten 1a
61,5% [9]. Ty 1& con bach cau non trong méu ngoai
vi sau 7 ngay diéu tri trong nghién ctru cia Rautonen
la 14% [10]. Ty 1¢ dap tng sém dya trén BC non
trong mau ngoai vi va tily xuong trong nghién ciru
ciia ching t6i cao hon céc nghién ctru khac ¢6 thé do
ddi tugng nghién ctru ctia ching t6i chii yéu 1a bénh
nhén thugc nhom nguy co thuong.

Trong nghién ctru ctia EC. Smith, ty 1é khong lui
bénh ¢ nhém > 10 tudi va SLBC > 100G/I cao hon
nhém con lai. Nghién ciru ciia chiing t6i thay ty 18
lui bénh hoan toan lién quan chit ch& véi sb lugng
BC ban ddu < 10G/l (p < 0,05) nhung khong lién
quan téi do tudi cia bénh nhan.

V. KET LUAN

Hoéa trj liéu giai doan tin cong c6 hiéu qua véi
bénh nhan ALL tai Bénh vién Nhi Trung wong. Ty
1¢ lui bénh hoan toan dwa theo MRD 14 81,6%. Lui
bénh hoan toan cé lién quan chit ché véi sb lugng
BC ban du < 10G/I nhung khéng lién quan téi tudi,
gidi, tam nglrng didu trj va sb lugng BC ban dau &
mirc < 50G/1.
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